DNA methylation levels at individual age-associated CpG sites can be indicative for life expectancy. Supplementary Figure 1 . Validation of the 99-CpG and 3-CpG models using multiple published datasets. Age-prediction were calculated in 2,765 DNAm profiles of blood samples (the 13 datasets are provided in Supplemental Table 2 ). DNAm profiles were iteratively separated into training sets (60% of all samples; for building linear models using leave-one-out cross validation) and testing sets (40%) for validation (performed 100 times). Models were calculated for the three CpGs of the 3-CpG model; for five CpGs that included two additional age-associated CpGs from our previous study (cg09809672, EDARADD; and cg15279633, RAB36), or all 99 CpGs of the 99-CpG model.
Supplementary Figure 2. CpG site cg17861230 (PDE4C) with mortality correlation in LBC1936. (A)
The linear model for the CpG site in PDE4C was applied to the LBC1936 cohort and (B) the resulting Δ age was correlated with survival data (in analogy to Figure 1H , I). DNAm at this CpG site revealed a similar trend as observed in the LBC1921 study, but the results were not significant. This might be due to the relatively low number of deaths in this cohort. All datasets have been generated on 450k Illumina BeadChips. Only the data from heathy donors were included in the analysis. Due to missing values some profiles had to be excluded. 1531 Age-predictors were calculated for each of the 99 CpGs of our 99-CpG model and ∆ age was used for cox linear regression analysis of overall survival in either the LBC1921 or the LBC1936 study. P-values are provided with or without adjustment for multiple testing (99 CpGs) and significant CpGs are highlighted in bold (P < 0.05). 3518 Age-predictors were calculated for each of the 71 CpGs of the model by Hannum and coworkers and ∆ age was used for cox linear regression analysis of overall survival in either the LBC1921 or the LBC1936 study. P-values are provided with or without adjustment for multiple testing (71 CpGs) and significant CpGs are highlighted in bold (P < 0.05). was used for cox linear regression analysis of overall survival in either the LBC1921 or the LBC1936 study. P-values are provided with or without adjustment for multiple testing and significant CpGs are highlighted in bold (P < 0.05). The absence of significant CpGs upon adjustment may partly be due to the higher number of CpGs in this signature (353 CpGs).
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